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m m m 

5 &flf#l? 

10 Arberb (Neuron, 1999 August 23: 659-674) J: t> ^ Sn#iGliHi^#AAd^ 

— b9^^^*=y^"^l>^fc*5V^"C#:tt31ibWfe*IBJia (somatic 

motoneurons) 1^^— ^ — it^T-^^m^fl^-t- 5> - ^ b ttX V> 

a. ua»u Hb9»e^oaih#ftjffljte^©»5itt— 5attoto-ca>!5< j&i&u 

^<D^-etirt)iiiallfe#i^ (visceral motoneurons) WtK— * — iffc 

b_b^9kbpSr^A/"e*3 «j , m&mzftftMte ¥<Dftmz&^x&&\,^<Dmm 
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(b)I3?iJ#-*§-i ~4 ^-fft^i i^^nsi&SIS^JJii&^-C, l ^_boigS# s ^ 
10 iftfeSm^^^-t-^DNA 

15 (a) iB?l]#-5§- 1 tt 5 235~560# @ OlMIB^k BB?IJ#-*§- 2 5 204~528 

#@ OifeSSH^J, @B?lJ## 3 tC*3lt?)206~530#S <D^SMB^J3Z.»@E^J#-^4 (C 
*3tt-5211~555#@ £7)i^gia^j£OV^-f tt*> 1 Jclgt £ HS^^IB^J^ £> ft 3DNA 

(b) IB^lJ*-^- 1 id*5tt3235~560#@ £>iMg£?'K IB?iJ## 2 f£:}o 3 204~528 
#S (Di^SSa^iJx SB^iJ#-^3 {e:^^S206~530#B 0*M@a?iJ3Ui@B?iJ#-§-4 

20 j3^5211~555#gCD^S@B^JWV^i :a n^l ^^^n§^S@B^IJ^*5^-C, 1 

(D^mSt) ^ & ^ 5 4§f£ %#ir & DNA 

(c) @B^J#^-l t31*5ft5235~560#S (Di^SBB^Js IB?lJ#-*§- 2 J;i:}ott5204~528 
#g<DS^IB?lJs SB?'J##3 {r*5^S206~530#gO^SSB^iXttIB^J#-§-4^ 

25 j6(t5211~555#g(Di^SiB^JOVN-fn^l £ n5&&IB?incfI*£#jfti&S 

(3) i:|55SitjW»iiS^^ WiliK-^^^iiMi-^jilh^^gi^-efo^r. kit 



WO 2004/024911 



PCT/JP2003/011076 



i&mti~ Ml)Xte(2)15*c<a^'^-fr— o 

(4) TO(a)> (^Xti^CDDNA^b^^^^^^-^— o 
(a) IE*iJ#-§- 5 £ H 5 i&Sfe?i] ^ b * 3 DNA 

-TSDNA 

& ^ tf> 3 £&b£ £: ^-T 5 DNA 
10 (5) ^T<a(a), (b)X{i(c)^DNA^^^-5^^^V-^— 0 
(a) BB?lJ#-5§- 5Xft6H^^tl5 i^SgB^J frbftZ DNA 

<D%n$} m&Mftz> & ^ff % DNA 
15 (c)@a?ij#-5§-5 Km&ti£&&Mmzteffiifytt:m.mmw\\zi$vx* y ^v?^^- 

tftW^lffl^X-a^^^^m^*^* * ^^tg=lr^i-?)DNA 

(6) (l)~(5)V^-ftb^l|B«i^^>'^Vi^— c 

(7) yo^—f-t, ^-vm^^^mm^t^i^-r^^t^wmt 

20 i-5(6)!Bife?>-<^*-o 

(10) (l)~(5)V^TH^ll2«^^^^^-9— 0$iJ^TT% Bff^^a^co^ 
25 (11) (D~(5)V^Tn^ll5^^^V^>-^— S.t)«±|B^©jt^^ §r^-T 
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(12) (l)~(5)V^;rL^l fBi©xWsyt- % T'D^-^-MV^-^- 

(13) (l)~(5)VN-rn^l IB^©^>-^>i^— s ^"n* — ^— Xt/U^—^ — 

15 

20 mitt, Hzf^fj y's^tfJ A^*3^5Islet-l5t^5fi^OEcoRI^JRg^ 

H|3tts CM^^^^M-^^-raT 0 ^^ 5: KOKW-Sr^-t-BITfcS. 
25 0 5«u CMB3-hsp-GFPSraAUfc"t?^7 7^ y *>M£*5tt SSa*»«rirfl!l®a> b 
0 6tt, CM-ICP-GFP&&A Lfc-tf :/7 7 ^ ^ v-^^feftS^^WfU®^^*! 
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El 8 (4, SSd25/30-hsp-GFP&&Ab fcif Zfy *7 >( y fx. fC*5tt ZmM&Wffifr 
m 9 (4, SSd25/30-hsp-GFP£&A bfcif =7 7 4 y ^alHiS^SirttSrWBB^ 

El 114, SS-hsp-GFP&&Ab7cif:/7:7^ * ^c* 5 
&bfc^-Cfc5 0 

IU1 3(4, SS-ICP-GFP£r&Abfc-lf -f? ~7 4 y tC*3»t 3OT&SHftll5i&* fetft 

EI 14 (4, zCM, huCM, mCMRVfuguCMWJ-e^+ilHltfeSrfll^fcje^SrT 9 ^ * > 

15 h LT*"t-0-e*>5o 

1115(4, zCM-ICP-GFP, huCM-ICPH}FP^VM4mCM-ICP-GFP&&Abfci£:^ 7 

^ y V 3. Xc *3 (4 § Ht§B Sr WJ ® ^ b 1ft flfc b ?Xf tb 5 . 

El 1 6 (4 , huCM-ICP-GFP i£ V ^ (4mCM-ICP-GFP & 9t A b "If 7 7 y */ =x. \Z. *3 

20 Ell 7(4, zSS&t/huSSPfl "C©*BIrH4S: IS ^fc^^^rT 9 -f ^ V h IT/^t ill 

E| 1 8 (4, zSS-ICP-GFP&fl^-Cfl^bfc h7^^ = 5'^^77^ $/ 

Ell 9(4, zCM-ICP-PLAP&J^Tfl^bTc h7 ^*S?3L=. y ^v^^f^ftS 

25 ^^iiiJM^bH^bfc^X-efe^o 

EI 2 0(4, zCM-ICP-PLAPtrffi^TflsiUbfc h 9 y ^ -v (d*5(t £ 

El 2 1 (4, zCM-ICP-PLAP^rfflV>T^Mbfc b *7 ls*i?zc=. y $ ^l^tt-S 
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HI 2 2 Its zCM-ICP-PLAP<lrffiV^T^Mb7t hy^^i-J'^v^^tfeltS 

E9 2 4 SS-hsp-GFP V^T ftM L b 7 i^rc ~ y * if 7*7 7 4 yV = 
23lTJ\ zSS-ICP-PLAP^T^}31huSS-ICP-PLAP^^V^Tf^^Ufc h 7 S^ — y * 

12 5(S, huCM-ICP-GFP^rfflV^T^M L-fc h 7 >7> = y ? if 7*7 7^y^> 
10 3. & t>*huCM-ICP-PLAP £ ffi V * T f£fii L tz. Y 7 V * 5? a = y ^ ^ !7 7. <£> T? 5 0 

20 gB?iJ#^- 1 o&SiB^im, ^77^ r>ayy JxtC*5V>T > Islet-latfe^- 
(P^MM^^b^)10kbpT^^#^-f--5^ («IT, CMgt^P^) 
TVS, 1B^I## 1 ^>^^SB^J^e>^5DNA©fJt(i N itiWMJ^t&^T^ 
SW^Jt^lSm^SritiftSf^ffiSr^r-rSaiWNV-^— -cfcSo ft*^ Islet- 
litfci 1 ^ 7>^Lfc51Si#^EaBao#-^^-*-(D-o-x?fot), f77 7^y 

?!lri>S>ft^ (b)IE?iJ#-5§-2 N 3:*W:4£>iftMB?!lfc:*3V''T 1 £*_h<Z>l&g#:fc^ 
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|H^IJ#-§- 1 (D^SSS^'J £ <5 "T , National Center for Biotechnology 
5 Information (NCBI) & tfC V^ § t b T* 7 At- KM LTtS IH'ft^ 

1 CDi£Sga?IJfcS<5V^ NCBiT<£ii§£*LTv>5^[7^</y A^—^- 
io ^tV at— *^<— ^^>ctu-rtei^tt^^SrfT5 - 1 t£«ko-c, ia^ij#-i-4(Dife 

##3 (^^S@a?iJ{i-^^^**O^^^^T— Xh *) , IBJiJ#-i-4 CO^SSB^iJli 

ft*3, ^Ttfm^^-c, (a)ia?ij#^i~4^T;ix;^i ^^nsiMia 

?IJ^fc&5DNA/6*ib&5^^^^-r — , (b)IB^J##l ~4 l^-ft^l 

20 -^t/(c)ga?ij#-^i ~4 ^-rtL/^i ^^$tb§^s@a^Jt+@^^^@B^ij^ 

25 (b)SB^iJ##5 tf>ikgIB?iJU::fc5l^T 1 £l±©±&g#^£: N «mXf*#*D IT & <9 , 
ItW^SIB^J^^bT^ h !) yi?xy f/j:^TTv^7!) ^XL, mi&W 
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lE?lJ#-5§-5<£>i£gga?lJte> W7-( y*/*.?J At*JV^T, Islet-litter 

* fc , SB ^'i # 5 <D ^ 2£ S3 ^'Jf^ jiS <5 V 1 * "C s National Center for 
Biotechnology Information (NCBI) K #3 V^r^M $ frlX V > 5 t YfJJ**?— # ^< 
10 — ^ic^-bT+gl^tt^^^r^T^ - £ I- £ o TlB?iJ#-§- 6 ©£lgH?iJ^lf Sf5 r. 

«t£ia?iJj&>&fc3s (b)iH^J#€-6 <D&SBB?i]K:*5^T 1 :SA-h<D&»S^£c, © 

■nil trnm-r 5 a«#»j»iia v n x spasms* * & m & * m & #1- 5 
-rzvmfr f>45xy/Nyt-xt;(c) ib?ij#-5§- 5 x « 6 \zm z 
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S235~560»BfiJL^©«l*s IH^1## 2 Ul*5tf 5204~528# S J£l^<7}ft^ IE^J 
5 #-§-3 ld&tt5206~530#iJ£Jt^tf>3St£s @E^lJ## 4 td&tt 5211— 555# g 

<DlPU$, E^J#*5fc::J3tt3 378— 553#g&0-<0«#U @B?0#-§- 6 l«l*3 4 178 
~353# g * 

IE?iJ#-*§-l (C*5tt5235~560#gO$f^ @H^IJ#^-2(c:^(tS204~528#S^ 
IB?«-^3 l£:fctt3 206~530#@ tf>$C^ Rt*E?!l#* 4 fc*3 5 211- 

i^^^S. ga^lJ#-§-5^*5{t5 378~553#@(D^, IE 

?IJ##6 {Cjoft§178~353#g6Q|giS«s SV^{Cl«V^@tIItt^^i~^^c"efe t) , 

i«it#ft*iBaaR wxiiMidi s mWiWmmm^ 

(Kunkel) <Z)$lH£#^lft^^^Afe (Kunkel, T. A. Proc. Nati. Acad. 
Sci. U. S. A. 82, 488-492 (1985) ) N Gapped duplex}*^ # m if btbS 0 

i6^^^-y ^xtu* 1 ?- h*&m&\zm^xg>m&x<D®m^^m&&ft?&&i&: 

fc^^Affl^b (^^.tiMutan-KCSJSatltSSD^Mutan-GCSffijt *t») )fc 
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^ffl^Ts foSlMi* ^?@if *±§g<E>LA PCR in vitro Mutagenesis is V — X 
>-S?3i^ KU##itt, M;Ui. h y ^ A}S^^i5~900mM-efc 9 , i&&#37 

20 i~2)o 

x*i> mm * m-t 5 51 tbtt>&$H& k. & v > x #n«} * >- /n v —m^*™ 

^ >vn ^ f- — i&44 £ $ * V \ 
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tWi^b Ltlt h 7 is * i? ~ v ? 7 ? J h^^^i^^ 
t^^-^aAL^ 24B#fM, Efc*3»t5 l^^K-^— itLfc^<D$£%L*mm-t Z> 

10 fc^f- (Green Fluorescent Proteinm^^-) *?7 frl) ]) ~7 Or * 7 r ? tfMtte^ 
frtfyt Y*/?~ t?(lacZ)5t^^^^ffl-rSr 

yp^-^-attt, ^^77 ^ y v-aS5l€^Islet-l5teT-JidfE^j 
4 kbp(£ #^"f SIslet-iyn^E— (Islet-1 Core Promoter. SIT, ICP£P£ 
.£) f^?7-fy/'»S*!)H^3y^707 p P i t-^^ t f*5(?©7°n^ 

jft^^i: LTIi, MbPSJ^^ tU^V>*S % 0ij*_f£, MM^MS (amyotrophic 
lateral sclerosis) <D 5 ^SODiat^^^^^^Ol^le:^ tt „ ilPJ^mi-^ 
25 r. ^^^pbnTVN?>j^!lS5te^FBcl-2 (Science, 

1997, July 25: 277, 559-562) i»f 5i 

- N ^i3^-^-^t/m^it^Bcl-2^^-t-5^m^^^-- ; Sr^V>T5t^^ 
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t5i ^^Bj|g-efeS^W#i- ; 5-i!^"e# ; 5o (Braz J.k, J Neurosci 2001 
Oct 15 5 21(20) : 7881-8) „ 

S^TOjm^J^tJl^'fb-t-SHi^, -f>fefet»#lfett (pluripotency) Sr^O^^ffl 

JS*:»S»JU. in Z> £ 5 « U K t£ $B IS ; 

embryonic stem cell) £:^"f <5 <h <5 Q 

20 3&ST?#5 0 

#y x. , u ^ j 4 is&*isttmmm & m v ^ t 5 * ^ *if 5 r. t a* 
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15 fc^a-B^-i: UTtt % - ±5fcbfc«fc 5ft-. (Science, 1997, July 

25: 277, 559-562) , 7 U^n ^ V<Jr 7 7 P ^itte^Sr^ff 5 - t ^T'# 5 D 
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i) I s 1 et-lit &rf- ~7 n * — 9 — IH £ 

•feV77^ y^a^V^7^y7^?:> Islet-1 cDNAfcT'n— LTiMf 

yy ^-r-^-^a y(a 9 y — -v^u isiet-iat^-^s&tffc 

5 ^©±!Sii©yy A|B^4.1KbpSr^tpiaM4^o — ^Sr^BI Lfc„ C^^tt^n- 

^^-^UtX DASH II^ffiVN-CHMbfCo _hlBPCR&l<:te, T^^—fcL 
X ^ 7t — * — ffeJfeOK^J (ICP5prime) i: 3 ' 4BmiWIS#SIKpnlRWRE^J 

10 fcttflPLfclsletlSt^tf) 5' *«W«J*«r-&tPK^I (ICP3prime) &ffll^c 0 
7 s 7 -f "? — <£>IB?'J & T I- ^i~o 

ICP5prime ; GAATTCGGATCCAAGGTCTTCAGTCT (ffi^lJ## 7 ) 
ICP3prime ; GGTACCTGTATTGATGGGCCAC (@H^!j#-^ 8 ) 

g{glC, SV40 ^7 ^ /V^v &3j5<7}^ yfP W*tf y A#jP ^^^/VSr5ft^ bfc Green 
Fluorescent Protein (GFP) & \s atf— ^ — £ L TJS*§ b fcpBluescript II 

SK (Stratagenei±M) £flli£bfc: (0 2#RB) . 1x^^*7 ^5 KSrICP-GFP 

20 icp-GFP^-^y^^^ lmmm^mumAvtco ^wi-it, nmsiA 

V^fc 0 UJ^M'^'i ? n tf-^y H-&J2 5ng/microlitter<£>?j^lCfiSbfcDNA 
»«SrAtb. (ZEISS*±M) Tt. »lll&Jto€l#b 1 / 3 

Mfc-TS < bV^*£&Abfc 0 »ftAI^ aS©«9**#Tlc|BWU, GFP 
25 <7>3Sm*2 4I^WK^oV^T^3t^S«fcit (LeicatUS) Tt'Mtfc 0 

je©^f, Islet-lat^^:? 8 *^— * — SrlU^-T^ £ £ i»t5-i: 
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$/ v-^-BAC^-f -fv 1J —^b, Islet-lcDNA£il§l£ bTIslet-lat 

#g|LfcIslet-l»>fK^&^fr$]100Kbp<7}^ * — ftJPSi#*EcoRl §rffi V^T 

^(DEcoRl^a^fJt^^tPlCP-GFP^, ^Wilf^7 7^ 3/^3. 1 $BflSJ£fcl^ 
&At^ GFP(C«t5m^^^m^-i§tt^m^^*5VN-C^^L7!:„ 
^©ift, m^Slti^}e:#^6^(cGFP^^m^#i-S^Vi.if>H- (**U5Kb P ) 

10 &bfc 0 ft:Jb\ iO<5rVi^»ffJt^CM^i:#^ bfc (HI) o 

£fc N ^«:#^{3:^^^(-GFP^^mfl^i-?>^V (^4.5Kbp) 
bfeo Z<Dyy ^^f*Islet-lit^^^^l8^^^^^55kbpT»f£^#^EbfCo 

#*5, ^<D<?y M.wrn^ssm^t^ ufc (mi) o 

CM^^^ov^-Cfi, El 3 iz^-t^. 5 CMfg^'f (d^^i-^XhoI, Pstl&tJ* 
BstXlM^^fflV>TCM^(D^^iT>H-^^:ti-U7to m^lFP^Sff^^^^^ 
20 ^1?— 1M££$?#f-r5fc:*{^ EU^^^fc:^;*^ Khsp-GFP£Jll^ GFPcO^i 
m^^^bfdo &*5, hsp-GFPtes t'7 s 77^y^ a lv/3y^^y^^ (hsp) 
70:7° n * — ? — £ enhanced GFP (El 4 (31*5 VnXEGFP £ ^"i") cD±^id#A Lfc t O 

CM|I$0§|3#|!tlTm-oV^f3:, PCRT?ii't>I UfcCM^^^Bf^^^JPS^^ (Xhol, 

25 pstis.t^Bstxi) x*mm-tz>zt\<i£oxmmvtc 0 mmm^n^m^^n^ti 

£ N hsp-GFP^&ttShsptDjiJiUlIf AU 8S^cD7°7^^ h\ CMEX-hsp-GFP x 
CMX-hsp-GFP, CMXP-hsp-GFP , CMP-hsp-GFP % CMBl-hsp-GFP % CMB3-hsp-GFP N 
CMB4-hsp-GFP, CMB2-hsp-GFP£if^ Lfc (EI 3) , 
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•^O^JP:, CMX-hsp-GFP, CMP-hsp-GFP^t/CMBS-hsp-GFP^aALfc^-^^^. 
^^?r^^i-^C EGFPW^m^^^bixfCo CMBS-hsp-GFPSr-fe*;/^ 

£>fc#^ ICP-GFP^*5(t-5IPC©e±}CCMm^^fr^^AL^cCM-ICP-GFP^, if:/ 

i5M6^v r n . iiu itm^mx-h^mmnm^Tjk^, r n . ivj 

Stt^U Tn.Vj ttHIttllr^l, Tn.VIIJ teMSfafg&^U l" n . Xj teil 
HXttl, MDg#^^^*#^o^J^frMTJ«^^:f4m^GFP^^^.b-CV^a 

15 #-3-1) „ SltF#^IStc^VNTFf^Oit^^m^Sri«i6Satgtr^i-5 

sequence^ deletion Kit {fjJ^ftM) U EI 7 Jcl^f «t 5 ^ PjfM&m 

20 bfcgB^iJrJt^ 5SI©^7^ ^ K, SSd25-hsp-GFP , SSd30- 

hsp-GFP, SSd25/30-hsp-GFP % SSd30rev-hsp-GFPS.-O?SSd25rev-hsp-GFP?r1#^ b 

fro 

rtvb 5S1(D^7^ 5: K £ , SS^^^^i-aT 0 ^^? KSS-hsp- 
GFPi: n ICP-GFPtC*5lt«IPC©it±lCSS^^#:Sr^AUytSS-ICP-GFP^Sr % -fc 

•t x SSd25-hsp-GFP, SSd25/30-hsp-GFPS:t^SSd30rev-hsp-GFPSr &A b 

fc#^fj:f4 s M^IItS^H^t, EGFPtf>389&#IS«>£>;ftfc. SSd25/30- 
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b<D3§-M*MSRX?9K7Fir 0 t.tz, b\M<Dtz.&>, SS-hsp-GFP£-l?'7'7:7-f y */ 
*.\Ul&m^Wfo&7<\^X%*hZ2ftW&fflk. fc'J®^k <D^M^ 1 0 RX* 1 1 
^Tjk-To Jt$^Ofci?>, SS-ICP-GFP-^y^^>f v 1 *BJJfeEK:^$C&A 

5 LT/&>fc32l#IW&jfl&s ffi0©^6O^*CSr® 1 2Ml 3 fc^l". #$3, HI 8 ~ 
13*K TT.G.J tt = X#a#WII&Sr^b^ TR.B.J fiiRohon-Beard ( n wn V • 
-<T— K) *fBJ&«:5*U Teyej ttBSr^U TyolkJ te£FH£^ IT V^o 
H8 % 10M12A^, =3t#jgti53i«liaf!:GFP*S^U-rv>5^36Sflilf8-e 

10 5a-^y • ^r- (-GFPTi^iL Lt^S #-^Pri$?if&-Tr # fc o 

15 }i, Islet-l5t^^^r^^^b^55kbpT^K#^^^T*feofc 0 

SIE?iJ£$J230b P ^:bfc D i^^^^I^te (81%) Sr^oga^iJ^#bti/fc (WT\ 
25 rtt^zCM, huCM, mO^TJRfuguCMMTWffilSlitSrlW^fc^^SrH 1 4 \Z7jki~ 0 Hj 
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zCM^fe^5^2{iia^lJ##l ^*5tt5 235~560#@ U huCM^tf 

5 3^i$2 «SB?lJ#^-2 ^*5^5204~528#@ dfBii U mCM(C*5 2 &@E 

?|J#-S§- 3 fcl&H 5206~530# IdaaU fuguCMld&tf £gt*i£ 2 ta@E?lJ#-§-4 i£ 

*5tt ; 52ii'-555#g^t@^i-?>o ^^2(i, ±mm%&*--<:M&fci&ff&titim. 

10 ISfrU PCR2fel?#^V ADNA£ stilts ^=fTV^ N ^g|b7ho Jt^fftf::^ huCM£rfc 
Yf; still's S^T*7 P 7'l'-7^ (huCMforward , huCMreverse) grlSfr 

HuCMforward ; 5' -GGGAATTCAAACAGATGCACCTACCTC-3' (IE?!l#-S§- 9 ) 
HuCMreverse ; 5' -GGGAATTCGGACATATGGCTAGAGTGTG-3' (IE^J#-§- 1 0 ) 
15 ft**, :tLb^7^^- ^(D^y^^ Ka^ 1-77 MHHOfc&^fjUj 

I^Kl, raCM^r-7 ^J; ^Ififrii-a g#JT?7°7-f ^ — (mCMforward , 

mCMreverse) £^frUfc 0 Ifi^lJ Sr^T^-To 

MCMforward ; 5' -GGGAATTCATTGAGACACAGTTGCTCCTCC-3' (@5?lJ#-*§- 1 1 ) 
20 MCMreverse ; 5' -GGGAATTCAAATTGGCAGATAGCATTTGGG-3' (IB?iJ#-^12) 

^tlh(D^9 4 -^ — *m\<^X, t YlkV-^V *-&>f S A^b^2p^^PCR?fe?r 
fflV^T^^ft^V AiffK" (huCMRt^mCM) £ifii>IU TA7 n 7*fe{C J; 9 

pGEMT easy^i^ ^ — (promega*±SD Kir"/* v — U m8fbfc„ 

*L7t<7V J»$rJt (huCMRt^mCM) Sr^tf :7*7 7. ^ K«r* T jV-fr V SDS&£ffl^T7< 
25 iilU, $lJP^mEcoRlT^i^b, @^ii-5<JrV Aftfr^ (huCM&tfmCM) ?r7 
;*fp-7<7VW£ £Z>m^#KW3X~®$LLti 0 IslUXbfc-irV AlHf^ (huCM^^'mCM) 
Sr. ^Ijpg^^EcoRlT-m^bfciICP-GFPfc^^aiCP^i^^-^^^ u — = ^7*U 
7"7 7 5: KhuCM-ICP-GFP^.t^raCM-ICP-GFP^^^bfc 0 

18 



WO 2004/024911 




PCT/JP2003/011076 



# h tlti ~? 7 * S K huCM-ICP-GFP& T/mCM-ICP-GFP & if ^ 7 7 ^ y 3. 

liwptiMAt, GFPtD^m^^^uy-co ^t(o^^mi s^nmi 6^ 

^i~o ft*5* D15<K A«zCM-ICP-GFP^if^7^^ ^^>^- 1 ^BJ3SK^0^[^ 
ALT^ib60NFf^!iSil^, HlFP^W®^b*^bfc^T'fc^ s BtehuCM-ICP- 
5 GFP^if^^-7^ r>a 1 *UteJBS»i:W*ftAbT*»e>60H*IW»a«* SS*fP*#® 
£>*§{f Ufc^J*T?*> «3 > C ttmCM-ICP-GFPSr-^^7 7 5/ ^ 1 ^fflflS^t-^ 

*K r n .IIIJ (*S!)Bg^S^^L x r n . IVJ l4*»*#&«r^U r n . Vj (i£X# 
««r**U r n .VIIJ f*OT54*>|££r^U Tn.Xj te^t^M^ UT^3 0 
10 El6*K A^huCM-ICP-GFP^r^V^c^^^M^^M^fe^bfc^-efc 

6 "*\ TCaPj fiCaudal primary^ H?«tL6— 2fe5S»**g*BiaSr^ b % TMiPJ « 
Middle Primary ^P?titb5 — ^3Stt#j|SjHBJ!aS:^ Us r RoPj teRostral primary 
irl^tftLS— ^581ii#M*fflJia<lr^U, r S mnj f*z:^SIb#M*EBJ3&£^ UT V> 5 0 
15 rtbfeRoP, MiPjRtfCaPf*. W7-f wi|H3o^ftt 

«rft**ft ^^@ai~ 5 - ikmW} © #V ^ >- ^ (75 &$| Sr m o t v > 

20 Hi 1 5/^<b^J5 J: 5 huClOfct*m(M&ffi zCM«rfflV>;fci&£-fcp] 
^Mt^^W^^GFP^^^UTV^^^^Ig^-e^fCo iOifc^P), huCM&t^ 

25 £fc % il 6^b(i, zCM-ICP^FP&JBl^^^llJlJfctK mCM-ICP-GFP&tJ* 
huCM-ICP-GFP^rffiV^c^^^^V^TO^, ^!£j1»#MBJ§&K:GFP<£>^§^S Ji, £3 
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5 5©^SS2^J^^Jl20bp^^fc •P^^^til^tt (80%) ^^o|H^J^#^tLfc (£A 

l 7 ^^i~ 0 

io 2) hussizss^j;bi{5^v>ia^j{cjo^ri^«(ct@itit4^^-r- ^ (gea»-?§-5 

^*3lt6 378~553#S (D^^c, IB^J*-^ 6 tC*3 ft 3 178~353# @ CD^te) % 
3) huSS^fc Mslet-ia^^^^^^^^i"^- kftZfrb. ^(Dm% 
%¥M1®Jfo t-*3 ft Z> 1"^ > 1J— Stt & ^ f v ^ 5 t o £ % ^_ b 5 „ 

1) b^^^xsy^f^^?^ yfa 

5fef, HJfe#!] 2 -QYfU Ufc^y * 5: KcO 5 ^zCM-ICP-GFP, huCM-ICP-GFP. 
raCM-ICP-GFP N zSS-ICP-GFP&I^huSS-ICP-GFP&r, Notl-C^S Ltx V/^ Vih— 

DNA(D^^^50ng/microlitter^ ft 5 £ 5 fcf)S$$l Ufc„ 

^O^, 24NFWK^-*5V^TGFP^^<^^ 1 b-CV^5^®^*:cD^.^51SlJU^ (FO 

y — -:/^L7h 0 #fetL7t h ^v^ — ^ fUzf^-P^ yi/=>.<D b zSS- 
25 ICP-GFP h 7 5? a: — 5/ ^ f7*77 ^ y (ZEISS%fc$^LSM510) 

. KJHaJlS&^UTv^o HI 1 8 A»£>¥U5 J; b ic, zSS-icp-gfp h y ^ 
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2) hvyxi/=z=-y f-^t* 

&5feT/l'jj ]) 7i^77 $ — £ (PLAP) maSJILfc:. PLAP^GPiy 

tfrM-tzmzn. istf—fi—fc&i^k UTPLAP^^V^r k k Ufc e 
10 3fc1\ ICP^T^PLAP&^^gSgLfcg:^^ — (ICP-PLAP) «L 
fdo ^ffcttlfcttU PLAPaHS^teZ/AP^ * — (Sunnybrook & Women's 

College Health Sciences Center GDCorrinne G. Lobei^tt^^ h #*£>$i^#J 
ftPCRfe&JBV^TiBWs ^itb/c 0 ^©PCRt?-teffl-f (PLAP5prirae , 

PLAP3prime) ti s 5' <|iJ^$IJPS^^KpnmitiB^J^, 3' tiflK:BglII|8M&E?iJ£- 

15 iutTitHfeo gB^iJf^T^^i-iitJTfeSo 

PLAP5prime ; GGTACCCTGCCTCGCCACTGTCCTGC (gB^J## 13) 
PLAP3prime ; AGATCTCAGGGAGCAGTGGCCGTCTCC (SH?!j#-§- 1 4 ) 

PCRT'iliPsbfcDNAiff^T-^pGEMT easy-<^ ^ n--y^t, CI 

^^JPS^^Kpnl^t^BglHT^^bi-Sr £ ^ctoTPLAPst^^^ 
20 3&>k$J»fU T^o— ^^^^J;5«^*»S^ffiV^TPLAP5*e■T■1SrIHI^lRUyi:« 

muxbfcPLAPit'e^^^ sv4o?-r a- v h o v/^y A#^nv^^yv^ 

BamHI, XbaIf!J|5S^^^l^^^i(C^a^ii^fcpBluescript SKII^<^ * — <DKpnI, 
BamHIft] Mfcfcilft*fc A/*!, r OPLAPst^&TJ^O £ ^ /V* ft 5fe-f 

25 ^Lfc 0 ^CiiStfc^7^^ K^b^iJPS^Kpnl, Xbal£fflVM:-<^ 

PLAPat^^t^SV^^-^/P^ft^-r V bn^/zjf yA^P^^^/V^-^ifL, T 
;# p - * ^ J: 3 m^«] £ Jl V > T [H]Ifc L fco SIR L fcPLAPatls^ t>*SV40 !7 
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teLfclCPT^-XS K^ICPT^ftf-^ALfco ft*5> SV^^^/i^^^^^ ^ h 

A#iPVj/i-/V-«pcDNAl( Invitrogen^±M)(c:*5fei-?) 0 zCM&tfzSS 
ICP-GFP^* ^ Kt#^tOB#ir IWl^t-. ^rtL-eniCP-PLAP(c:*5^-5ICP (7°C7 
^e — ^— ) (7)±?jfL^#ALfc 0 
5 zCM^ICP-PLAP^^Abfc^"^^ 5: K^rzCM-ICP-PLAP^r^^ zSS§rICP-PLAP 
(c^ALfc^^^. ^ K£zSS-ICP-PLAP£ift£, bfco 

^^UfczCM-ICP-PLAPS.tJ«zSS-ICP-PLAPilrT/l-^ ]) SDSfed <fc 9 
P§S!L7t 0 &J3\ ^iH^bytzCM-ICP-PLAPS.t^zSS-ICP-PLAP^^JPS^NotlM 
I^XbalSfJlV^rgte-t-S C h \Z. J; <9 ^ — ^ b zCM-ICP-PLAPS.t^zSS-ICP- 
10 PLAP£#J«? ttibfc ^Lt, #J 9 tU LfczCM-ICP-PLAP&lJ?zSS--ICP-PLAP£r. ft^l 
^^^30ng/microlittert ft 5 £ 5 K:f!&Lfc 0 IeUCI LfczCM-ICP-PLAP&T/zSS- 

icp-plap^b6-^ $ *%:m9mmu&Av, &a z ntc&mm zt&i&m^ $> * <»w 
15 mftiLtch^^x-is—^m&mft (po-tkf^S'ff (po) ) o5 *>^ufct>o^ 

20 y7 7-t#V^. +^#VN7^m. rtStt©7;^!l7*^7 7^^**S$ 
tSg^-C, 45#)&*Tofc 0 ^<7>#, 38^y77- (lOOraM 

TRIS pH=9. 5, lOOmM NaCl, 50mM MgCl 2 ) 7? 2 [U 8fe L . BM purple (Roche*± 

zCM-ICP-PLAP^ffi^T^L7t h^^-i/MEW (*Ejg) ICOVnT#£B 
25 ft^lfc^^Hll 9~2 2^-t" 0 0 1 9ttfl!iai36»fcSII»S:IWftbfcW 

jiiftbfc^llTfcOx H2 2ttrt«j6*e,lft1!'Sr*«tU^*E" , Cfc<5. EI 1 9 ~ 2 
TN. IIIJ ttttBSttfeSr^U FN.IVJ tem*#&£^U fN. Vj «£X 
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**iH&^b, TN.VIj tetbBBtt&S:^ TN.VIIj lilffittSSr^t, 
TN. IXJ tt^Tttfefc^U TN. Xj tt&jfett&fc^U fN.XIJ 
U r sympathetic nervej HSfflfitWfeS:^ IT V>5 0 HI 1 9 ~ 2 2 bfc^ 
zCM-ICP-PLAP^ffiV>-C^Ufc h7^i?- ittl<^ 

zSS-ICP-PLAP^rfflVNT^Ufd h^^^-^litW i-ov^ 
T#lff&&»«Lfc*t*«rBI2 3(d^i- 0 El 2 3 ttttSfr&mBfrfttt bfc^X 
-CfeSo I12 3 4 3 . TTrigeminal sensoryj £ bT^ftl £r# bfc.fl}BraSHX#& 
10 ^fftoHi^fcSo i2 3i^lfc?^^ zSSHTCP-PLAPSr/BV^Tftsfiibfc 

fcfc> HJfrW2-CfNRL;fcSS-hsp-GFP (hsp-GFPHl*5tt5hspWii:Ji^SS®*K^fr 
ft-JfAbifc^*-) Sr«V>Tmfe^J3 tfWfcbT F^^^y^^ 
7^ y ->3.Srf^jKi"5 t t fcl-* zSS-ICP-PUPXtfhuSS-ICP-PLAPSr/BV^Tglite 
20 #>)3 £IU$H-bT h7^^x- s> ^SrfMUfco 

SS-hsp-GFP ^rfflV^T f^$!i Lt h 7 y ^^i^ y ^ ^7 7 ^ y © £ 
Mtfcig*^li2 4 4"a, b Jtt* c fc*"f. HI 2 4 a tt = X#a#BJiaSr^ 

f £c£P IR] & & b T V ^5 o 
25 zSS-ICP-PLAP&ffll^TfNKbfc h 7 =• ix * t P * ©#«P(fe«r»ift Lfc 

^^^121 2 4 if d n f S.tJ^e ^^i~o SI 2 4 * % d b v^-y 

(Ell. 5) ©ffiUffii&>fe£#&»tebfc^*^fc!K f h7^-^-';^>) 
* (Ell. 5) roii^Sttt?Xtfc^ glih^y^^x^y^v^^ 
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(E14.5) <Dgfi£*ffi^ft^*-e*>a. huSS-ICP-PLAP&JBV^fftKLfc 
f>7^v?x=y^!)7 (Ell. 5) (DmU^^L Vtz^MZm 2 4 * e \Z.tf-?o 
EI2 4 dRtfe «K ^PPttHXWMfaJte&^b-CV^o 1212 4 4 1 TDRGJ 

# iigftp «a Sr ic * l r v % a o 

5 024a~bWi;5^ SS-hsp-GFP&fflV^TftMKbfc h 7 V * * = y * 
if7'77^ j/v'affj:, HX#jfelBJteXt5JK«K:»il**^S^*«ib#iRiWJSI-- 
*5^T y tK— *6HP (GFP) Sr3g^Utv^-i:^Jot 0 i£fc. HI 2 4 d N 

f&t* g ^^"Ti 0 zSS-ICP-PLAP^^V^-C^L-fc 1^7V^^x^y^?!) 
^-Cii. (®2 4d) „ Jft#©ttfl!l<Ofl:#)Kte«i*Sr5tJR-t"Satt 

io wm®m (K24f) w&fa$?mwmi& (I2 4 g ) \^^x y 

^ (PLAP) SrJ&^UTv^r £as*Uofc. 

CltU^UT, 02 4 e I^tf"^.}; 9 fc N huSS-ICP-PLAP& JB^TfNN U-fc b 7 
y^^x = 5/^-7^7T'», HXWffiiiWJtefciSsv^-cy * — (PLAP) £ 

B^tt*3f)f, U[<aitJ:*|li**5iSi-S#S#iBIJ&tci3v>-c y 
15 (PLAP) «r3Sm.UTV>SCfcdS*Jo*:„ 

20 o7^o 

fchuCM-ICP-GFP£J3V^THife#!l3 ^Iiat f yy^^x^y^f 7*77^ y 
Va-Srf^Jli-rS t t huCM-ICP-PLAP^ffiVMT^Jg^il 3 i^&fcLbT f7> 

^ y * 9 * SrfEK bfc 

25 zCM£^tr£ M-^t W?7-( y*Sa.0>#J A$r)t £ V^Tft^ bfc 7 2 
B#PeS3£> f7^^x= s/^J&<£>^ft£»^bfc#£;^:£r|gl2 5 a ^^fo huCM- 
ICP-PLAP&ffl^-Cflsftl Lfc h^^^sy^^!?^ bfc*S*«: 
@254 1 b, cS^dt^fo i2 5 bte b 7 ^ ~ y ^ "7* (E12. 5)<D 
*tt-8D>irtJ:te»t«Jfttt*ttl8let-l©t# £#CPLAP*it# (#•&) 2rfflV^T 
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— S^-fetfc^^T'fc «9 > Hi- 2 5 c It b 7 ^^v 5 ^— y ^ ^ * * (E10. 5) 
«rfilB^b!»ffc Lfc^^T-fc <0 , i 2 5 d I i h 7 ^ - 5/,^ -7 £ ^ 
(Ell. 5) <D&1£WK\Z.&ttZtoUi:$iIslet-l&tfc (»#.) £ tfCPLAPtnlft: 

5 E! 2 5 a tC^-fj: 5 h7^v ? x^y^^7 , 7 7-f5/^tli, ff!3 

=t- (GFP) £3§3ILTV^;i t^]ofc„ @25b|I^fJ:9!^ huCM- 

iijg-t-S5itb#s#iBJ!a^*3v^-c y jK— ^-at^ (plap) %ismu-cv>5^ 

10 ¥ljofc 0 £fc. 02 5cSt;dU:*tJ:p^ huCM-ICP-PLAP£^Tff^Uf;: 

»text«siet-i»tta»*i>a3ttiia^d3v>r y ate^f- (plap) ai#j 
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m * <o m. m 

1. UtT<D(ah (b)Xtt(c)ODHA*»feJfc<53iWN^1?— 0 
(a) IE?'J#-§- 1 ~ 4 V > -f ft 1 fc* $ ft 5 ^SSH^lJ * 5 DNA 

5 (b)@B^lJ##l ~4 V>Tft*>l m*$ft54feSBa^JlH*3V>T, uuots^): 
£c> «*Xttf*jbD$ft.fe«36E2?!lj6>6><c9, Mb#»itt]ISTMte^©ISa3b*«: 
i«#>5$StM£^1-5DNA 

(c) K?»J#-£ 1—4 v >fti ^ 1 $ ft s J£SSB?'J l£feffitt&££BB?U ^*J- b T 

2. ^T<^(a) % (b)Xte(c)<DDNAjG>kft<5^>v^1?-— 0 
(a)ga^lj#-^l fc*5fr3 235~560#g©ift3£gB?!k IEM#-§- 2 tt:*5tt 5204—528 
# g 04fe3£BE^lJ , IH?IJ#^- 3 5 206~530# g (D^SIE^lJX 4 ^ 
*3ti" 5 211~555# @ OO^SiB^lJO V^Tft^ 1 $ ft Sifc^iB^J A> & ft -5 DNA 

15 (b)SB^!l#-^l ^^ott5235~560#g CO^SIB^J, iH^lJ#-^- 2 iz&if 5204—528 
#gOttXSB^ IH^J#-^-3 ^*3^5206~530#@ <Di^Sia^iJX(4@H^J#-^4 ^ 
*5{t52il~555#@c^^iB^j(DV^-fft^i £:3l<*ft5:&SIE?iJK::i^T, 1^ 
Jhtf>i»^£u «mxtt#*P*ftfe*6aEgB^J^e>jfc«5, SSb#&ilWJ&-Ojft£;-?- 
<£>3g*f.$l^ J6 5 tfK£g Sr^TI- 5 DNA 

20 (c)@H^J##l fcL*5tf5235~560#g (DM&fS&L @B?l!#-5§- 2 KL*5tf 5204—528 
#@omSiH^IJ, @H^IJ#-^-3 ^*5(t5206~530#g (7)^IH5 r lJX{*ia^J#-^4 m 
*5 tf 5 211— 555# g <£>*MIB?lJ V >T ft#> 1 {C^ $ ft 5 ±MgB?lJ Jfeift3£ 

25 3. -h1BS»J#MJ&te, WJ^*i^^iS®-f-5StJl#Mlffl^^fc5r 
#f itSHtO^ffl lXf*2|B^^^>-^V^— „ 

4. £lT<D(a) s (b)X»(c)©DNA^b*;5^WN^1?— „ 
(a) BB#I## 5 tn£ £ ft £ ^SSB^lJ frbttZ DNA 
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1"$DNA 

(c)w.nm^5^m^n^m.mm^mw^}^mm^M^x^ h y ^^^^ 

£ iti 5 jllfg ^ & DNA 
(a) @H?lJ#-5§- 5Xtt6 (C^ £ ;*X 5 i&^SS^'J J&» fc ft 5 DNA 

©^w^Uft s aits ^^firi" 5dna 

8 . «*<Di5ffl 6 Xte 7 IBftO^^ ^--Sr^-T Sat-jS^A^J^o 
20 10. It^^^ffl l~5V^H^l^lB^O^^^>if— ©flfiHBT'C. Bt5£ 

11. s»*©ttii ~5v^i ^ tL^l^lB«c75^^^^-^^~^t^*±|BBlT : ^:<^a 

12. If^cD^H 1 ~ 5 V^-rtb^l^lB^O^^N^-^—, :/tz^E— * — X 
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13. If^ofSffl 1 ~ 5 v>1*;ft,j&» l ZRIB^tf^v^ x ^n*— x 
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SEQUENCE LISTING 

<110> RIKEN 

Japan Science and Technology Corporation 

<120> An enhancer specifically acting upon motor cell and/or 
sensory nerve cell 

<130> PH-1889-PCT 

<150> JP 2002-254829 
<151> 2002-8-30 

<160> 14 

<170> Patentln Ver. 2. 0 

<210> 1 
<211> 820 
<212> DNA 
<213> Danio rerio 

<400> 1 

gtaatcagat atttctaaaa gagtagaaca acagaagtgt cgtcaaagca agggagtgtc 60 
gtgacttttt atttctcttt ttgcatttga tgcctaggcc cactcctttg ggagatgaaa 120 
cgaaaactct gttataaaat catgaaaagg atatggacaa cagcaggtgg gcaaatctat 180 
caaaacccct ggcaaacgca catgcaagcg tacacacata aaggggcaaa atcattttaa 240 
ttagctgagt gaatgtgatt tgctgaatgc ggggaactag gctctgcaca cattaaaatt 300 
ggtctaattt tctgcaaaaa agtcccatct gagtggacct ggccacagtc aatcaagtta 360 
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aaagctatgg gtgcttaatt tgatttacca 
agaggggagg cagagtagga gcctctttta 
gactggcagc agcaagaatg ttttagcata 
tagtgtggct aattgcttga caaattgcag 
aaaaccgtgc aaaaccccct ccgtgtggaa 
gtgaaaagca taattaaata aatggaagat 
gataattgcc tgtaattagg tgggacacaa 
gctactctcc gttcctctcg taggacaaat 



PCT/JP2003/011076 

atataaaatg caaatgaggt gattaagtgg 420 
aaccatcaag ttaaatgtga acagacatcg 480 
ttcgtttgat tagaggtaca aaaatttaat 540 
cacactactg aaaagacaga tttttttttt 600 
attttgtcca aatggcccct atgccaatat 660 
ggcacaacag taccttacaa tagcaaatga 720 
gtctatgtcc atatgtcgtg tttctcttca 780 
ctaataagcc 820 



<210> 2 

<211> 725 

<212> DNA 

<213> Homo sapiens 



<400> 2 

caaacagatg cacctacctc ttaaagtaat 
tcatgcaaat tggtctgaag tgttgcttag 
tccatcaaga aattgtacaa agaaaatgga 
ggggggagta ggggaagcaa gcacttttaa 
agaaagcaca gccttagtca tattaaaatg 
gaacaggcct gaccacagtc aatcatacta 
atataaaatg caaattaggt tattaagtgg 
ccatcaagtt aaatgcaagc agacagcaaa 
cgtttgatta gtgctacaaa aatttaatta 
cacgagagaa aaggcagagg gttttttttt 
ttttagccca aatgctatct gccaatttgc 
ccccaataat agcaaatcat ataatgcata 
tgtcc 



cagtttctaa caaagtattg tttatatgtt 60 
acaatcttat tatatttaag aataaaaact 120 
cacaccagct ggataaatct atcatgtgca 180 
ttagctgagt gaatgcagtt tgttgaacac 240 
tgcctaattt tctgtgaaaa agtcccatct 300 
aaagccactg gtgcttaatt tgatttacca 360 
agtggcagac agagtagggc ccctttcaaa 420 
ctggctgtgc aaagaaaatt ttagcatatt 480 
ggttggctaa ttacttgaca aattgctcta 540 
tcttttttca ttgcaaatat cctgtgtgta 600 
aaaagcctta ttaaatgaat ggaagatggt 660 
taattagaca aggcccacac tctagccata 720 

725 
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<210> 3 
<211> 638 
<212> DNA 

<213> Mus musculus 
<400> 3 

cattgagaca cagttgctcc tccttttcaa agtaatcagt tataacaaag tattgcttct 60 
atgtttcatg caaataggtt taaagtgttg cttagacaat cttatattta aggaaaaaaa 120 
atacttccat caagaaattg tacaaaagaa aatggacaca ccagctggat aaatctatca 180 
tacggagggg tggaggaggc aggcactttt aattagctga gtgaatgcag tttgctgaac 240 
acagaaagcg cagccccagt gatattaaaa tgtgcctaat tttctgtgaa aaagtcccat 300 
ctgaaaaggc ctgaccaaag tcaatcatac taaaagccac tggtgcttaa tttgatttac 360 
caatataaaa tgcaaattag gttattaagt ggagtggcag acagagtagg gaccctttca 420 
aaccatcaag ttaaatgcaa gcagacagca aactggctgt gcaaagaaaa ttttagcata 480 
ttcgtttgat tagtgctaca aaaatttaat taggttggct aattacttga caaattgctc 540 
tacactagag aaaaggcaga ggagtatttt ttttttttta cctttttcat tgcaaatatc 600 
ctgtgtgtat tttagcccaa atgctatctg ccaatttg 638 

<210> 4 
<211> 650 
<212> DNA 

<213> Fugu rubripes 
<400> 4 

tatcctggaa catgtcaata tcattcccaa aaatgtgaga catggaaaaa atggagctta 60 

ctaaatgggt catttagcaa atttacatca tgaattagct gtaaaggcaa acgttcaggc 120 

tggtctggga acagacaaca atgagacgta cagtaaaaca tgaggtgggc aattttatca 180 

gagccccttc tgcaaacatg ggggaaaaag gggaaaatca ttttaattag ctaagtgaat 240 

gtgatttgtt gaatgcgagt ggagccaggc gctctactct gcacattaaa attggtctaa 300 
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ttttctttgc agaaagtccc acatgagcag ccctggccac agtcaatcat gttaaaagct 360 
gcgggtgctt aatttgattt accaatataa aatgcaaatg aggtgatcaa gtggagtgga 420 
agccaacagt aggaggctca tttaagccat cacgttaaat ggaaagagac agaagagtgg 480 
caacgtaaag aatgttctag cttatttgtt tcattagtaa tagaaaaaaa aatattagta 540 
aaggtgattg tttggcacat tgacatcaga aagaaacact ctgcagcagc cataaatcct 600 
gttttttcac cctacatgtc tgattttcaa ccataacttg actctttttt 650 

<210> 5 

<211> 636 

<212> DNA 

<213> Danio rerio 

<400> 5 

gtgcagcttt agacatttaa aattgtcttc acctatcaat taggtaattt tttcggctct 60 
taaatgtctc attttatagg ttttgcagga atatgtacac ttttcaagaa aaacataatt 120 
aaaatgtgtt aatttccatt taacaagcag tgtttagatt atataatgca tcaataaact 180 
aactgtcatc actttctata aataaactat tatcctccta agccacattt actgggcaat 240 
gatcgattca tcatttccta tacagtatag gctcagcagt ccttcacatg tgtttgcgta 300 
ttcaggaaat atatatcgaa ggaaaggaac agagatacat ttatctaatc gtcctctgaa 360 
caccccagca cactgtgtaa tcaataaact tgttttaggc aaagcacctt ttctagtgac 420 
tcagacgatt aaccctccat taactatttc agaagctgtt aaatgcacct cagtcaataa 480 
tgctaattcg aaaagctatt gtataagctg ttaagaaatg tgtattcata ttatggtaaa 540 
gtggcaatct ttattacagg ctattacaaa ttgcaaaaaa agtcaatatg tgaggggaga 600 
tatttcacac cgtggtgaat tatggtgctg gaattc 636 

<210> 6 
<211> 456 
<212> DNA 

<213> Homo sapiens 
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<400> 6 

cgagggtgtc ttcatcactt ccatatcatt gccttaaaag gcactgacca gaagaagcag 60 
atgacctcat ttcaaaatta ttacagtaca gagaactcag tttcaacatt ataattcatt 120 
ttatcatgga atatttcaaa tttattatca gtttcctaac acataatggt taatcgttaa 180 
ggatagccac tttaacataa tatgaatacg catttctcca taggtaatac aacagttcct 240 
gcattagcat tattgactaa ggtacattta acttcttcac taatacttaa tggaaggtta 300 
atgtataagt caggagatta aatggctttt acttaaaaca agtatattga ttaaaataac 360 
ttagtgagat ttttaaggtt gatgatataa aaacagtcac acattttaat attttattta 420 
atattaagag caaattggag ggtgcaacag atcaag 456 

<210> 7 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : synthtic DNA 
<400> 7 

gaattcggat ccaaggtctt cagtct 

<210> 8 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthtic DNA 
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<400>' 8 

ggtacctgta ttgatgggcc ac 

<210> 9 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : synthtic DNA 
<400> 9 

gggaattcaa acagatgcac ctacctc 

<210> 10 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthtic DNA 
<400> 10 

gggaattcgg acatatggct agagtgtg 

<210> 11 
<211> 30 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :synthtic DNA 
<400> 11 

gggaattcat tgagacacag ttgctcctcc 

<210> 12 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthtic DNA 
<400> 12 

gggaattcaa attggcagat agcatttggg 

<210> 13 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence'. synthtic DNA 
<400> 13 

ggtaccctgc ctcgccactg tcctgc 

7/8 



WO 2004/024911 




PCT/JP2003/011076 



<210> 14 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthtic DNA 
<400> 14 

agatctcagg gagcagtggc cgtctcc 
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